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CONSUMER HEAL’I{HCARE PRODUCTS ASSOCIATION®

September 17, 2001

Dockets Management Branch (HFA- 305)

Food and Drug Administration

5630 Fishers Lane, Room 1061~ o
Rockville, MD 20852

RE: Docket No. 98N-0359; 2002 Prograw Priorities for Dietary
Supplements in the Center for Food Safety and Applied Nutrition

Dear Madam or Sir;

The Consumer Healtheare Products Association (CHPA)' submits these
comments in response to FIDA’s notice in the Federal Regisrer of July 18, 2001
concerning Program Priorities in the Center for Food Safety and Applied Nutrition
(CFSAN), |

CHPA strongly supports CFSAN’s outreach fo stakeholders in developing its
yearly program of work, as well as the quarterly updates CFSAN issues in relation to
progress made on its program of work and any rc-pri,oiiti‘zati.ons thal may be necessary.
Overall, CHPA elucoluages further development of the regulatory environment for dietary
supplements, consistent with the 1994 Dietary. Supplemeﬁt Health Education Act

'CHPAisa 120-year-old trade organization representing the manufacturers and distributors of natjonal and
store brand dietdry supplements and nonpreseription medicings. CHPA's membership includes over 200
compamcs involved in the manufacture and distribution of these self-gare products and their affiliated
services (c.g., raw material suppliers, research testing companies, coniract manufacturing companies,
advertising agencies, etc.),
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(DSHEA) and FDA's ample enforcement authority under the Food Drug & Cosmetic
(FDC) Act.

CHPA submitied comments an August 23, 2000 in relation to CFSAN’s. Program
Priorities for 2001, At that time, CHPA agreed with the strategic approach taken by
CFSAN to ask the question, “wher"@ do we do the mosi good for consumers?” and urged
FDA to place safety, including enforcement of ingredient safety issues and labeling,
issnance of the GMPs, and development of an effective AER management syster within
CFSAN. Among other things, CHPA also urged action on its pending Citizen Petitions
relating 1o St, John's wort, pregnancy/nursing labeling, and strocture/function final vule,
as these petitions bear directly oh safe and effecﬁve vse of dietary supplements by
consumers. CHPA also suggested the creation of an AER Ad Hoc Working Group that
would provide recommendations to FDA on how they could reengineer the current AER

system or create a pew system for dietary supplements.

Over 2000-2001 some progress has been made in the area of safety, and FDA has
successfully exercised its autherity under the FD&C Act fo remove certain dietary
ingredients from the mzmketpla.cé (e.g., comfrey). However, notwithstanding such
activities, we believe that we are still a long way from realizing a comprehensive safety

system for dietary supplements that encompasses all the requisite elements, including:

* a framework for evaluating the science of dietary supplements, which is now
under development by the National Acaclémy of Sciences Institute of Medicine
(IOM);

N

" a well-developed adverse experience monitoring system with adequate staffing
for electronic-based collection activities, competent medical reviews, training,

etc., which has yet to be fully developed;

* & framework for potential public health interventions by FDA, based on CFSAN-

initiated safety reviews (e.g., labeling, product withdrawal, education), and this
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includes an articulated labeling policy that has yet to be defined in the context of

“failure to reveal a material fact” [i.e., 201(n) of the Act];

)

- afinal regulation on Good Manufacturing Practices (GMPs) for dietary

supplements, that has languished inexplicably within the Administration;

a reasonable enforcement program consistent with DSHEA that includes an
appropriate level of inspections, which are dependent on 1ssuance of GMPs and

adequate appropriations for field activities;

a more efficient working relationship with the Federal Trade Commission (FTC)
that ensures a more consistent development of label statements, whether applied
in an FDA rulemaking or in a punitive manner specific to an FTC enforcement

action.

As noted, certain elements of a comprehensive safety system for dietary supplements
arc under development as “priority A” items, including IOM’s activities to (1) develop a
proposed framework for categorizing and prioritizing dietary supplement ingredients
based on safety issues, (2) describe a process for develaping a system of scientific

reviews with specifications for evaluating the safety of dietary supplement ingredients,

v and (3) develop.at least six scientific reviews as prototypes for the system. Further,

issuance of proposed GMPs appear to be out of CFSAN’s immediate control, given that
they are at the Office of Management and Budget (OMB). Nonetheless, the safety
system outlined above teq,uires “sriority A” attention by CFSAN, because this is where

CFSAN can do the most good for consumers as it relates to dietary supplements,

CHPA's Detailed Comments follow on the next page.

A swininary jitemization of CHPA’s specific recommendations that are

elaborated in the Detailed Comments can be found in the Conclusions section.

a4
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1.

CHPA's Detailed Comments and Recommendations

Gaood Manufacturing Practices: GMP regulations for dietary supplements are
important for the following reasons: 8) differing needs exist in the manufacture of
dietary supplements vs. foods, spemﬂcally related to in- process controls, laboratory
controls and quality conirol/quality assurance (QA/QC) specifications, and b) there
are at Jeast fhree sets of GMPs now in nse for djetary supplements, specifically, the
food GMPs, the dietary supplement industry-proposed GMPs, and GMPs used under
the voluntary program of the National Nutritional Foods Association. GMP
regulations would lead to uniformity in how manufacturing processes are evaluated,
thus raising the leve) of guality of products in the market place. In addition, GMPs
will raise the level of awareness among suppliets, manufacturers and distributors
regarding the need for quality operations.

On Febraty 6, 1997, the Agency published an advanced notice of proposed
ﬁ.lexnakin.g in the Federal Register. Tt has been over fout years since the publication

of this document, Although the Agency has indicated in several public forums that it

"has placed publication of a proposed rule on high priority, its appearance in the

Fzderal Regisier appears to be a moving target date for the Agency. Without GMPs
specific to dietary supplements, it is difficult to demonstrate to the public that the
FDA is serious about consumer safety and iis obligation to regulate dietary
supplements. Aga “priority A” activity, CFSAN should actively seck ways within
the Administration io obtain p_ublicaﬁon of the GMPs. It is simply not eredible for
an agency of the Administration to say that a needed regulation js “out of its hands.”
Furthermore, CHPA has written to CFSAN requesting an opportunity to work
with CFSAN 1o develop at least two indusiry-wide briefing sessions for the proposecl

CHPA reiterates iIs request that such briefings be given

GMPs when they are issued.

facilitate th,ese sessions.
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2. AERs: CHPA asks FDA 1o greate an AER Ad Hoe Working Group, which wonld
[T

rovide recommendations to FDA how they could reengineer the current or create a

new AER system for dietary supplements. An effective AER sysiem for dietary
supplements is importﬁm to ensure that safe products continue to remain in the
ma::ketp]ace. A science-based discussion an realistic approaches to AER
management, which includes tapics such as the analysis of AER’s and science-based
approach to AER filtering, is important. Therefore, CHPA recommends that CFSAN
creale an Ad Hoe AER Warking Group. This group should include representation
from industry, and provide a review of and recommendations for changes to FDA's
existing AER system 10 better serve the needs of consumers, professicnals, industry
and the agency.

While the OIG issued a number of recommendations pertinent to 1he development
of an adequate AER system within CFSAN, the report by its own admission was
flawed in that it did not evaluate CFSAN’s current operating procedures (see attached

comments by CHPA on this matter as Attachment A). Hence, CHPA g ecifically

comprehensive AER svatem.

3, Needed Policy Framework for Labeling: Under DSHEA, a dietary supplement is
adulterated if it or one of jits ingredients preSents “a significant or unreasonable risk of
illness or injury” when used as directed on the label, or under normal conditions of
use. It is the dietary supplement manufacturer’s responsibility to ensure that iis
products are safi, effective, and properly labeled, consistent with DSHEA and
implementing regulations. This responsibility includes ensuring dietary supplement
labels bear fapts that are material in light of consequences that may result from wse of
the product or representations made about if.> Thus, CFSAN’s actions on labeling

2 CFSAN’s palicy relating to marcrial (eet Tabeling hus beer put forth in purtin the preamble to the
structure/function finel yule a2 follows: “FDA ngiees that it is important o infonn consumers about potentisl
adverse cffects or drug interactions for specific dietary supplemen ingredicnis. In fucl, dielary supplement
labsling, like the labeling of other FDA-regulated products, is required to include all facts that are material in
light of ¢onsequences that may cesult from nge of the product or representations made about it (sections

Bl



@317 28a1 1718 CHPA » 13818276878 NO. 429 av

CHPA Comments on CFSAN Priorities for FY-2002/Page 6 of 12

have encompassed issuance of final regulations for structure/function claims, health
claims, defining boundaries (e.g., regarding OTC drug/dietary su.pp]ément
combinations) and certain safety alerts (e.g., St. John’s wort and drug interactions).
However, CFSAN has taken no speciﬁc steps to help manufacturers understand what
safety information represents a material fact finding or to provide guid@éc to
manufacturers as to what label language relating to a safety issue meets the |
requirement fo reveal a material fact,

This matter should receive CFSAN’s immediate aitention, yet we have been told
that resource limitations within CFSAN prevent this from happening. Qver the past
year and a half, we have submitted three Citizen Petitions requesting adépﬁc-n of
specific safety-related labeling information for selected dietary supplernients.j’ We
understand that the St. John’s wort and ephedra Citizen Petitions represent a low
priority for CFSAN, that the Center for Drug Evaluation and Reseatch njm CFSAN
has the lead for pregnancy/nursing labeling, and that issuance of a gﬁd@ce or
regulation on the matter of revealing material facts on dietary ‘supplemcﬁit labels isa
secondary priority for CFSAN (see 2001 CFSAN Priarity B list of dietary
supplements). |

Without a defined publicly articulated policy by CFSAN, manufacturers do not
have a level playing field, with certain companies understanding better their
respousibilities under DSHEA than others. It is the reason CHPA. stepped forward
with voluntary labeling programs. Further, the States and sisier federal agencies i
ﬁypically step in where the Food and Drug Administration leaves a vaid (c.g., recent
Texas and California actions on ephedra labeling and the June 2001 label
enforcement actions by the Federal Trade Commission relating 1o St. John’s wort,

pregnancy/mursing labeling, and ephedra). These actions have the potential to create

403(a)()) and 201(n) of the ace). This pravision ig not Intended in any way to prechide truthfil adverse event

ar drug interaction informatien fram sppedring in. a dictary supploment's lpbeling.” [Regulations on

Statemnents Made for Dietary Supplements Concerning the Tifect of the Prochuct an the Structore or Funciion

of the Body; Final Rule; 65 Aederal Register 999-1050 (1/6/2000)]

? CHPA’s Citizen Petitions requested warning statements relating to nse of dietary supplements by
pregnant or nursing women (May 4, 2000}, potential prescription diug interactions (submitted June 20,
2000), and ephedra (January 26, 2001).
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inconsis;tent labeling information across product categeries, to the detriment of the
consumer, '

Clearly the matter of defining a dietary supplement labeling policy Should be
placed in the “priority A™ list for immediate artention and action by CFSAN. The
timing is right to begin this acﬁvify in view of CFSAN’s sponsored pi'oject with the

Institute of Medicine (IOM) to create a scientific framework for safety evaluations of
dietary supplements and TOM's review of six supplements. When that work is
completed, CFSAN may be faced with certain “findings of material fac?” relating to
safety on those ingredients that ate chasen for review. Without a ¢lear iab‘eling policy

in place, the agency will be caught {lat-footed.

. CFSAN/FTC Interactions on Labeling Issues:  CHPA supports effective

enforcement consistent with the scope and intent of DSHEA, as well as effective
communication. with consumers through labels. Indeed, a CHPA Bna:&jl policy
supports the principles set forth in FTC’s “Dietary Snupplements: Advajrtising Guide
for Industry,”

Our concern, however, relates to the importance of sitiking the right balance
between effective enforcement and consistent Jabeling for diefary supnﬁemem_s. This
is particularly important where two different agencies might engage in/developmem
of label requirements for dietary supplements for |
similar but ultimately different reasons: i.c., FDA in terms of deﬁning‘ a consistent
science-based standard across the industry; FTC in terms of remedial l‘;tbe]ing fo

correct outlandish claims of safety.

In FTC’s “Dietary Supplements: An Advertising Guide for Industry,” it states
that: |

“The Federal Trade Commission (FTC) and the Food and Drug Administration
(FDA) work together under a long-standing liaison agreement governing the division
of responsibilities between the two agencies. As applied to dietary supplements, the
FDA has primary respongibiligy for claims on product labeling, incl.ud&ing packaging,

rlral=
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inserts, and other promotional materials distributed at the point of sale. The FTC has
| , imeluding print and broadcast ads,

infomercials, catalogs, and similar direct marketing materials, Marketing on the
Internet is subject to regnlation in the same fashion as promotions through any other
media. Because of their shared jurisdiction, the two agencies work closely 1o ensure

that their enforcement efforts are consistent to the fullest extent feasible™

In the case of recent actions by FTC against companies making unsubstammted,
safety claims®, the enforcement action by FTC, while intended to be limited to the
respondents to “fence in” their future actions, potentially raises several important
concerns, including:

* A concern that the two agencies may have a different standard for dietary
suj:plﬁm’ent labeling;

» A concemn that FTC’s enforcement actions may be misread by state and local
enforcers as the federal requirements for dietary supplement labels, although there
has been no notice and comrment period for rulemaking for such labeling, this is
contrary 1o due process;

- A concern that FTC’s enforcement actions could establish Jabel requiréments
differ from those used by industry or required by individual states, could create
pnneeded inconsistency or lack of uniformity in current dietary supplement
warning practices and thus lead to consumer confusion;

» A concern that FTC's actibns, which might be followed by FDA. actions on
similar products that were not subject to the FTC enforcement action, would lead
to multiple unneeded label changes as responsible E:ompan.ies seek conformity
with FTC enforcement actions (even if the action does not apply to their labels)

and subsequetit FDA regulations.

Therefore, CHPA urges development by CFSAN and FTC of a publicly-

a

s Fc*sderal Trade Commussmnar News Release: ‘ "0pel'm:mn Cure, All" Wages New Baitle in Ongoing War
Againat Internet Health Fraud, June 14, 2001,
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certain specific safety issues, CHPA believes that there are a cadre of dietary
ingredients about which most, if not all, experts agree represent a safety hazard
because of their toxicity. Indeed, CHPA and the American Herbal Products
Association (AHPA) have voluntary programs pertaining to certain of these toxIns
including pyrollizidine alkaloids and certain contaminants (sce attached list of CHPA
voluntary programs for dietary supplements as Attachment B). And, atan open
meeting on February 1, 2001, which included represénmtiOn. from the lﬁajnr trade
associations, CFSAN and consumer groups, there was general consent tbat there was
likely a core group of toxicants and contaminants for which there ‘would% be general
agreement that they should not be marketed 4as or in dietary supplement:{ CHPA

urges CFSAN to continue to take action on on known toxicants and contaminants which

manufaciurers and the gublic.

Along these lines,

6. Specific Labeling Yssucs - CHPA Citizen Petitians: CHP A, still awaits a response

Io the 8t John’s wort and Pregnancy/Nursing label statements, and other citizen

T T T e e
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activity along with the other matters relating io labeling outlined above.

The following is a list of petition filing dates:

} Citizens Petition Date Filed
| St Jokn s wort; Requ.gsts FDA to issue aregulation June 20, 2000

requiring a label statement on dietary supplements

coentaining St. John’s wott.

Pregnancy/Nursing: Requests FDA to issue a regulation ‘May 11, 2000
requiring label statements on certain distary supplements

pertaining to their use in pregnancy and/or when nursing a

bahy. \‘

Ephedra: Requests FDA to issue a regulation adopting the =~ October 25, 2000
elements of labeling used voluntarily by industry.

Structure/Function Final Rule: Petition for Reconsideration ~ February 7, 2000
and Stay of Action to reverse a decision announced in the

preamble to the final stmcttlre/:funcli on claims rule

conceming claims for conventional foods and for dietary

supplements having auiritive value.

Structure/Function Fingl Rule: Petition for Stay of Action February 7, 2000
asking FDA 1o stay the 30-day compliance date for parts of

the final structure/function rule for products ready for Jaunch

but not rsrketed by January 6, 2000,

P11
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Conclusion

In conclusion, CHPA asks FDA to continue to place safety concerns as its number
one priority for dietary supplemén.ts in 2002. CHPA urges CFSAN to take a systems
approach to safety, as outlined in these comments, and not only ‘co.n,t.inuc the “priority A”
development of certain related activities that are now underway (e.g., [OM safety review
activities), but also reprioritize certain “priotity B” activities (e.g., development of a
guidance or regulation on “material fact labeling”), and develop certain “new priority A”
activities (e.g., action on CHPA Citizen Petitions).

In doing so, the Agency will address the one central question the &ﬁxgen,cy uses In its
priority-sefting procesé Ge. “W}'?ere do we dp the mast‘gaad far cansumers?™) by

focusing comprehensively on safety.

Recap of CHPA’s Recommendations Made in the Defailed Comments

1. Asa“priority A activity, CFSAN should actively seek ways within the
Administration to obtain publication of dietary supplement GMPs. (page 4)

2. CHPA reiterates its request that CFSAN work with CHPA on GMP briefings as s
“priority A item in 2002. (page 4)

3. CHPA asks FDA to create an AER Ad Hoc Warking Group, which would provide
recommendations to FDA how they could reengineer the current or create a new AER
system for dietary supplements, (page 4)

4. TFor reasons stated in CHPA’s comments and Attachment A, CHPA specifically does
not recommend that CFSAN use the OIG report as a basis for developing a
comprehensive AER system, (page 5) :

5. Defining a dietary supplement labeling policy, specifically as it relates to “material
fact Iabeling,” should be placed i the “priority A” list for immediate aftention and
action by CFSAN. (page 7)

6. CHPA urges development by CFSAN and FTC of a publicly-articulated consistent
approach, with one agency (FDA) responsible for defining the overarching policy for
DS labeling through a public (stakeholder) process, which would support a case-by-
case enforcement policy based on joint FDA/FTC action, where appropriate. This
would include an inter-agency agreement that the FTC would specifically state that
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any label statements and related enforcement actions apply specifically to the
proeducts stipulated in the enforcement action and nat to other products with similar
formulations. (page §-9)

CHPA urges CFSAN to continue fo take action ob known toxicants zmd contaminants
which should not be marketed as or in dietary supplements and publish its findings as
a-meaus to further build the safety base of the industry and raise awareness among
manufacturers and the public. (page 10)

CHPA agrees with ephedra being a “priority B” item, given that further development
of IOM’s scientific framework for safety evaluations of dietary supplements will
undoubredly be needed before sound policy-based actions, if any, ¢an be taken on this
ingredient. Further, CHPA agrees that BSE remain a top priority, glven the need for
vigilance, (page 10)

CHPA still awaits a response 1o the St, John’s wort and Pregnancy/Nursing label
statements, and other citizen petitions filed by CHPA in 2000, and asks that these be
placed as a “priority A” activity along with the other matters relating 1o ]abelmg
outlined above. (page 10-11)

Sincerely yours,
Ol S,
R. William Soller, Ph.D. Leila Salda
Senjor Vice President and Vice President, Nutritional Sciences

Director of Science & Technology

ATtachments: A, Letter from CHPA to OIG on AER Reporting for Dietary Supplements

B, CHPA Voluntary Programs for Dietary Supplements

E\WSeller/DSs/CPS AN/Program Pristies/CHP AsubmSep12001 CRSANProgPrioritles FINAL

P13



B 17 2861

17:18 CHPA + 13818275870 ND., 429

CHPA

—=———— FOUNDEDP 1881

A

Producers of Quality
Nongrescriprion Medicines and
Dietary Supplements for Self-Cere

CONSUMER HEALTHCARE PRODUCTS ASSOCIATION

April 4, 2001

Michael F. Mangano

Acting Inspeciar General

Office of the Inspector General
Department of Health & Fluman Services
Washington, DC 20201

Dear Mr. Mangano:

Thank yau for the oppoitunity to review and comment on the draft Inspection
Report, “Adverse Event Reporting for Dietary Supplements: An Inadequate Safery
Valve” prepared by the Office of the Inspector General (OIG). We recognize the
importance of adverse event reporting (AER) systems and have supported better
operating procedures for the current AER systern in past comments to the agency,'

The Conswmner Healthcare Products Association (CHPA) is the 120-year-old trade-
arganization representing companies invalved in the manufacture, distribution, supply,
advertising and research of dietary supplements and nonprescription medicines. We have
been intimately involved in commenting on the evolving regulatory frameworks for both
the OTC drug and dietary supplement components of the consumer self care indusiry. . In
particular, we have had a very significant involvement in both mandatory and non-
mandatery AER systems in the dietary supplement and nonprescription drug industries
and use this experience 1o provide you with defailed comments on the draft Inspection
Report. However, given your short rurn around time for comments, we may have
additional commenms as we complete our continued review of the Inspection Report.

1. Executive Summary

It is important that the Inspector General know our interest in an adequate AER
system for dietary supplements. However, notwithstanding our interest in and support for
adequate post-marketing surveillance of dietary supplement producis, our extensive
experience in this area leaves us with the:.conclusion that the draft Inspection Report is
flawed in jts approach, and is therefore of incomplete value in heing a credible basis for
further develapment of adeguate and reasenable AER management within the Center for
Food Safety and Applied Nutrition (CFSAN).

' E.g., see CHPA's comments to Docker No, 99N-1174 perraining to the Jupe B, 1999 CFSAN Stakeholder
Meeting dated June 8, 1999 and August 20, 1999.

Wi
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Adverse Event Reparting for Dietary Supplements

The core failing in the findings of the draft Inspection Report is the OIG’s
admission that “we do nat evaluate the internal operating procedures of [CFSAN's)
system” (page 8, last sentence). Without a completely adequate audit and evaluation of
CFSAN'’s operating procedures for managing AERs, including CFSAN’s scientific
capacity to manage and evaluate the existing reports as well as CFSAN’s documented
procedures manuals and policies for such management, there is little support for
recommendalions that would result in wholesale changes to the current AER system for
the subset of foods known as dietary supplements — particularly, changes that would
represent requirements over and above those even required for foods or, for that matter, a
very large category of nonprescription drugs. |

Indeed, since CFSAN has indicated that it is seriously under-funded to effectively
manage the current system, having asked Congress for two years in a row for $2.5
million for operational develapment of its AER reporting system, it is premature (o
suggest total revamp of the current system. Rather, it would be more appropriare to
determine the adequacy of the sysiem if funding were made available.

We believe the current system can work with adequate funding (o improve current
operating procedures and functions as well as creation of awareness outreach programs,
so that consumers and health professionals are aware of the need for, and merhods to,
report AERs on dietary supplements, as well as other health-related products. -

As aresult, CHPA asks that the Inspector General have the draft report re-
evaluated before its official publication, sa that its conclusions can be appropriately
medified to more realistically define workable solutions to the current problems faced by
CFSAN in managing AERs. Those solutions do not include a ground-up restructuring of
the dietary supplement AER system in CFSAN, but rather a recognition that the current
system is workable through refinements, based on increased resources for Eperaticn al
management and on a public education campaign selating (o dietary supplelments and
MedWarch. We therefore recomnmend refinements of the current capacities of the
existing system, which would keep the level of regulatory reguirements consistent with
those required for conventional foods, including: |

1. CFSAN should develap, if it has not already done so recently, detailed operating
procedures for the current AER systems,

‘[\J

CFSAN should be funded to: (a.) create and operale a state-of-the-art computer
system for tracking and compiling AERs reportedly associated with dietary
supplement use; (b.) manage FOT requests on AERs on a timely manner and keep the
AER website updated (note: “relatedness” conclusions should not appear on the
website, for the reasons given below); (c.) develop as a 2001 “A list” priority a
regulatory policy framework for requiring Jabel statemenis on dietary supplements,
based on scientific documentation of signals in the AER system. ‘

NO. 429

P15
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3. Imponantly, mandatory AE reporting, registrations, and labeling requirements for toll
~ free numbers is unnecessary as a means to have an effective safety valve in the form
of an operationally-intact AER systern within CRSAN, given the reasons set forth

below.

(See below for derailed comments.)
II. Detailed Comments

In reassessing the Inspection Report, OIG should seriously consider incorporating the
following points. v

1 The AER system for dietary supplements is more than just AE reports to
MedWatch and is workable with improved funding,

The AER system for consumer products, whether dietary supplements or
menograph OTC drugs, is a complex sysiem involving surveillance of the spontanecus
reports as well as the published literature, poison control reports, and other information as
might come to the sttention of FDA, companies and health professionals.. As such, the
Inspection Report focuses principally on the spontancous report component of the AER
system, leading to a set of conclusions that are not only over-reaching in their specifics
but also appear out of context of what is workable and achievable.

Specifically, the AER system for dietary supplements is sef up to be potentially
both a passive and active surveillance sysiern, not unlike that ised for OTC monograph
drug ingredients. The OTC component run by CDER has identified numercus post-
marketing signals on OTCs that had been marketed for many years with no indication of
purported safety concerns (e.g., benzayl peroxide, water-soluble gum, doxylamine,
diphenhydramine etc.). These reports stemmned from either spontaneous AERs or from
case reports or case series in the published literature. The OTC AER system ‘has been
shown to be quite sensitive to rare adverse events assaciated with marketed OTC
ingredients (e.g., rare neosporin-related allergy), and as needed, wehave stepped forward
with Citizen Petitions to scek appropriate scientifically-documented labeling changes.

Similarly, CFSAN‘s post-marketing surveillance systern for dietary supplements

~has picked up signals for potential problems by FDA, including Sleeping Buddha,

plantain, and ephedra, among others, In the casc of St. John’s wort, published reports in
1999 suggested a potential for drug inter: actions® and a subsequent study by Piscatelli et

1.> provided the needed scientific documentation to support a labeling change, which
CH.'PA members adopted shortly after Piscatelli’s study was published. CHPA shortly
therzafter petitioned the agency to adopt the CHPA voluntary labeling program on St.
John's wart into regulation.

% Lantz, M.S. st al.: St John's wort, and antidepressant drug interactions in the elderly. J, Geriatr,
Psyehiatry Newrol 12(1):7-10, 1999, Johne, A. et al.: Pharmacokinetic interaction of digoxin with an
herbal extract from St John's wart (Hypericom perforatum). Lancer 355(9203):547-8, 2000,

* Piscitelli, S. C, etal.: Indinavir concentrations and St John's wort. Lancet 355(9203):547-8.2000.
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Where the OTC and dietary supplement system differ, however, is in the nature
and extent of support within their respective Centers, The Center for Drug Evaluation
and Research (CDER) has a separate office for post-marketing surveillance and
reasonably-well worked out aperational procedures for evaluating and raking action on
potential signals generated by the AER system, whether pertmmng to drugs covered
under New Drug Applications (NDAs) for which AER reporiing is mandatery or to drugs
marketed pursuant to the OTC Review, for which AER reporting is not mandatory.

CFSAN, on the other hand, does not give the same amount of resource support for
AER management as CDER. There is no separate office within CFSAN for this purpose.
CFSAN is unable to respond i FOI requests telating to its AER system in a tirnely
fashion and does not keep its web-based component of its current system up—t&dme For
the past two years, CFSAN has asked Congress for $2.5 million to deveinp its AER
systern, thereby demonstrating its cutrent critical Jack of resources. ‘

With this perspective, the recommendations of the Inspection Report appear to be
over-reaching, even to the point of adding complex systems over and above anything that
CFSAN could handle.

2 It is not the failing in the current AER system for dietary supplements that
has led to the relatively low number of FDA actions, but rather: (a.) the
generally excellent safety profiles of many dietary supplements; (b.) FDA’s
only recent commitnent to engage a regulatory strategy for dietary
supplements; and (b.) the current lack of a clear regulatory policy to initiate
labeling changes ance an AER signal has been scientifically documented.

Further to the concern expressed in the Inspection Report’s about the limited
number of actions taken by the agency on dictary supplements (see page 3 of report),.
which is used as a reason why the system should be totally changed, the Inspection
Report has overlooked several clear underlying reasons for the agency’s relatively low
number of actions, including the following:

a. The generally good safety profile of dietary supplements has contributed significantly
to the low number of actions,

In Section 2 of the Dietary Supplement Health and Education Act of 1994 (DSHEA),
Congress “identified 15 findings that were meant to establish 2 conceptual framework
for Federal regulatory policy regarding dietary supplements, e Among these findings,
Congress determined that “dietary supplements are safe within a broad range of
intake, and safety problems with the supplements are relatively rare.” ' Certainly, the
experience since the passage of DSHEA in 1994 vpholds this finding. While there
have been a handful of safety issues which FDA has addressed or is in the process of
addressing (e.g.. the contaminant, aristalochia; characterization of the new drug GBL

¥ Commission on Dietary Supplement Labels - Final Repari: Chapter [ - Dictary Supplement Health And
Education Act of 1994. Final Report Transmitted November 24, 1997,
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as a dietary supplement; Sleeping Buddha; among several others), the mainstay
dierary supplement ingredients (i.e., those with the greatest exposure to the American
public, such as echinacea, ginseng, garlic, ginkgo, chondroitin, glucosamine, fiber,
water soluble vitamins, fat soluble vitamins, and minerals, among miany others) have
demonstrated consistently highly acceptable safety profiles.

b. Furthermore, one of the most important factors in contributing to the conelusion of
the Inspection Report that “FDA rarely takes safety actions” over the period of
January 1994 to Tune 2000 is the fact that it was not until March 1999 that the FDA
Commissioner (i.e., Dr. Jane Henney”) acknowledged that FDA has the rools it needs
to regulate dietary supplemcnts ‘

Hence, the period from October 1994 (passage of DSHEA) to March 1999 was a time
of little commitment within FDA o support iraplementation of DSHEA.: Following
ex-Commissioner Henney's positive acknowledgement of FDA's autharity under
DSHEA in March 1999, the agency spent the remainder of 1999 convening
Stakeholder sessions to develop its long-range plan for dietary supplements, which
was jssued in January 2000, Although the level of commitment (o building the
regulatory framework for dietary supplements clearly changed during the period of
March 1999 to June 2000 (and beyond), CFSAN was still disadvamage‘d by personnel
nirmn-overs and limited resources and funding, thereby being effectively unable to use
the toals it had then, and still has, to follow posl—maﬂ\aung safety of dictary
supplements.

Therefore, we do not aglce with the Inspection Report conclusions that sxgnlf cant
gaps in the structyral framework of the current AER system led io the limited actions
by FDA. Rather, we conclude that there was a critical dysfunction of the agency in
the 4.5 years post DSHEA followed by a very recent rallying of the agcncy s efforts
and resources by Dr. Jane Henny and Mr. Joe Levirt, and that the needed framework
is in place, only needing adequare resources.

c. Itis important to recognize that the cunrentCFSAN administration has not set forth a
policy to under-gird regulatory actions leading to mandatory labeling changes once
the AER system has signaled a potential safety issue and subsequent scienrific
documentation has been developed to confirm the potential signal. Asa result,
FDA’s inaction, even when it has evidence from the current AER systen} and support
from industry, has been a result of the agency having no “end game” regulatory

strategy/policy to bring closure 1o the findings within the AER systern. ‘;

In this regard, it is important (o note that for OTC monograph drugs therfs 1s a similar
MedWatch-based AER system as for dietary supplements. This OTC mkunogmph
drug component of the system has also been sensitive to signals of potential safety

¥ Food and Drug Administration Commissioner JTane €. Henney, M.D. bafore the House Commmf:e on
Government Refarm: “FDA has wols at. its dispasal o take enforcement actions against d:etnry
supplements found 1o have safety, labeling. or other vinlarions of the FD&C Act, as 'u'nanded by DSHEA."
March 28, 1999,

ris
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problems, as in the reparted cases of allergic reactions to neosponn which led 1o a
CHPA petition requesting a label warning for neospotin-containing OTC drug
products, or the reported cases of choking associated with taking water soluble gums
when raken wnh insufficient water, which also led to 2 CHPA-initiated label warning
requirement.® The significant difference between the OTC in gredient examples just
named, however, and the example given aboye relating to St. John's wort is that FDA
initiated reasonably rapidly a regulatory proceeding to act upon the scientific findings
related to the OTC drug ingredients. To date, we have only been informed by FDA
that the agency has not yet come to a conclusion about CHPA's Citizen Petitions
relating to labeling of St, John's wort, labeling and packagmg of ephedm and
labeling relating to use by pregnant and nursing women, !

. It appears that CFSAN acknowledges this lack af scientific regulatory policy, since it
lists as a “B" 2001 pricrity the development af guidance on “material fact” which -
rclates to Section 201n of the Food, Drug Cosmetic Act, “failure to reveal a material
fact.”® This should clearly be a 2001 “A” priority, rather than a *“B” pm‘ml.y, SO as [0
facilitate actions on our Citizen Petitions (which wete develaped as reﬁuested
regulatory ouicomes te signals in the current AER systern) as well as on future
findings from future signals generated by the current AER system. Indeed, the
Inspection Report's failure to address this significant issue speaks to its inherent
limitations as a supporting document for initiating a total revamp of th‘g current AER
system,

In summary, these three key factors need to be considered in the Inspection Report in
explaining the relative low number of FDA actions on dietary supplements, so a limited
perspective or bias is not presented in the Report. The generally excelleny safety profiles
of many dietary supplements, FDA’s only recently engaged commitment o a regulatory
straregy for dietary supplements, and the current absence of a regulatory policy to initiate
labeling changes once an AER signal has been scientifically documented, coupled with
the fact that the current system works when operationally engaged, suggesis the need to
refine, not totally redefine or create, the current AER system for dietary supplements

3. The Inspection Report omits a key assessment of the effecl;weness of
CFSAN’s AER system - a review of CFSAN's internal operating procedures.

The Inspection Report purposefully “did not evaluate the internal operating
procedures of the system” (see page 1, last sentence). This is a critical Ol'lﬁSISiOﬂ.

The stated purpose of the report was “to assess the effectiveness of the Food and
Drug Administration’s (FDA) adverse event reporting system for dietary supp]emems in

® See CHPA Citizen Petitions on water-soluble gum to Docket No.SON-0200 dated Decemnber 31, 1990,
and January 4, 1991; CHPA Citizen Petition on topical antibiotics to Docket No. 95N-0 2 dated June 20,
1992,
7 , See letter from FDA to CHPA dated December 15, 2000 re Dacket No., Uﬂp-1355/CPl
¥ 8ee FY 2001 CFSAN Program Prorities; “Develop guidance or regulation on safety mforma.ti‘onfmatcrial

fact labeling for dietary sipplements.
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protecting the American consumer” (see “Purpose” on page 7). An assessment of the
“effectiveness ... of the systern” is integral to evaluating its current internal operaring
procedures, since such an evaluation would determine whether the gaps or shortcomings
of the system were a function of processes, resources, level of staffing, inadequate
internal guidance, etc, — all of which in and of themselves in 4 system able to gencrate
signals (sec above) could be entirely adequate explanations of the Inspection Report’s
conclusion that the current system is an “inadequate safety valve.” ‘

To underscore this, on April 27, 1999 CHPA made a Freedom of Information
(ROI) request to the agency, asking for copies of all infernal procedures, manuals,
policies pertaining 10 CFSAN’s current AER system fur dietary supplements, including

- those relating to AR case management and personnel training (copy attached). To date,

we have received no detailed reply to our FOIrequest. In a personal follow-up with a
key policy manager within CFSAN, CHPA was (old that CFSAN had no such written
operating procedures or training manuals.” This exchange led to formal recommend-
ations from CHPA ta CFSAN to build the internal operating procedures for the current
system.'® We have received no response from CFSAN on our recommendanons See
the Endnote for specific CHPA recommendations on building CFSAN's mcma]
operating procedures for its AER system.

Had the OIG investigated the internal operating proceduves of CFSAN’s current
AER systern, we believe the Inspection Report would have focused on pra ctical
improvements to the current system, as opposed to over -rcﬂchmg with recommendations
for mandatory AER teporting and registration, which are not required for fnuds (and
dietary supplements are foods). Furthermore, we also believe that the Inspecnon Report
would have identified the need for a policy: framewark for initiating ]abe]mg on dietary
supplement products (see above), including also a warning policy, which wc have
proposed to the agency.’ ,

In sum, because OIG did not underiake an assessment of the operating
procedures affiliated with CESAN’s AER system, we do not think the Inspection
Report's conclusions are substantiated by the scope, nature, and level of “gvidence”
presented in the report. Withaut such a review, we do not see how the Inspection Repont
can come to meaningful conclusions and reasonable recommendations on “how well the

system detects adverse event reports, generates signals of public health concerns, {and]

i P&rsonal communication from CFSAN's scientific stnff member to CHPA scientific staff member.

ae& Endnote and footnote #1.

"' On several occasions, CHPA hes commented to FDA's Center for Food Safety and Applied Nugition
that the Center needs [o articulate a clear labeling palicy on when to wam. FDA has a long standing policy
that has been used for consumer products, including OTC medicines and foods, which isithac warnings (or
decisions about product availability) should be “scientifically documented, clinically significant, and
importart (o the safe and effective use of the product by the consumer.” The importance of such a policy
openly acknow)edged by the Cenier cannoi be underestimated, as it focuses public health decisions on the
first hurdle, scientific documentation, as the basis for decision making. See also: 47 Fedeml Register 1982:
54754; 33 Federal Register 1988 46213; and Soller, R.W.: When to Warn. Regulatory Affairs Focus 2
(10): Qctober 1997, '
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how well FDA addresses these signals and when necessary takes appropriate actions to
protect consumers.” 2 ‘

4. A public awareness campaign is a reasonably, and entirely suitable, means to
address certain limitations inherent in AER surveillance systems. Placing
toll free numbers on all dietary supplements labels is not.

Limitations relating to the AER sysiem for dietary supplements are not unigue (o
this system. In fact, even in AER systems for drug products, such as OTC monograph
ingredients, there are the same limitations relating to medical, product, manufactirer, and
consumer use identified in the Inspection Report. However, the lack of outreach by
CFSAN, as noted in the Inspection Report, may be a significant contributor to the
“statistics™ quoted on pages 18-21, ‘With a concerted effort to inform consumers and
physicians about the scope, narure and extent of information needed for meaningful
reports to the MedWatch system, there would undoubtedly be significant improvement in
the quantity and quality of the reporis. Certainly, this approach should be undertaken
fitst, in conjunction with improved resources, before other more stringent resource-
iniensive approaches are proposed.

While CHPA, supports efforts to enhance awareness of the AER system for dictary
supplements among health professionals and consumers, we do not think that the
recommendation that the FDA's telephone number be placed on the package of all
dietary supplements is appropriate suggestion to addressing the current shoricomings of
the system, which as noted above stem principally from a weak policy structure and
resource limitations. Aside fram the fact that mandatory labeling of toll free numbers is
not required for drugs or other foods, it is also troubling to consider how FDA would
manage the shear volume of calls relating {o non-serious and serions ARRs as well as
general consurmer inquiries. Companies use toll free numbers on their labeling as rauch
for consnmer outreach and product development as for the management of validated
serious AERS to their products. Only a subser of information relates to serious AERs,
which is that cadre of AERs abont which FDA and indusiry would be mast interested
from a safety standpoint. Expecting a consumer to evaluate serionsness vs. non-
seriousness prior to using 4 toll free nurnber on a label is simply unrealistic. Further, one
toll free number an all products would likely detract fram the use of local poison control
numbers. The handling accidental overdose-related 24-hour emergency calls would also
over-burden an FDA-managed AER system, and create a reduridancy to the clrrent
national peison control system. Hence, mandatory labeling with a toll free number, while
perbaps on the surface an aftractive option, is on further in-depth reflection open to
serious limitations and objections.
5. “Relatedness” of AERs. should anly be evaluated and used in the context of a
dialogue among qualified experts, as 3 means to generate hypotheses about
ingredient safety or in recommending formal public health actions,

' See page 8 of Inspection Report for quotad phrase.
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The assertion in the Inspection Report that public disclosure of “relatedness™ of
the AER profile would be a useful form of risk management is a serious shoricoming
(i.e., see pages 21 and 30), as noted in the following points:

= The consumer is unprepared to make a scientific judgement about anecdotal reports.

* AERs are by definition anecdotal and except in certain very highly selected
circumstances for the most part useful only for hypathesis generating, Tequiring
follow-up clinical or epidemiologic studies, as indicated elsewhere in the Inspection
Report,

* QGiven the commentary in the Inspection Report that much information is roissing
from the AER, there is the very real likelihood that “‘relatedness™ conclusions would
be errors in judgement — either falsely implicating a product with a particular safety
endpoint or, by contrast, falsely implying that the product is not related to the safety
endpoint. ;

« Invariably “relatedness” judgements are inherently subjective, irrespective of how
structured the process attempis to be; hence it is open to reviewer bias.

Thus, “relatedness™ conclusions about AERs should be used only in scientific
discussians about the safety of the ingredient/product (i.e., whether a drug, dietary
supplement, conventional food, or cosmetic) or device by cxmm qualified in
epidemiology, post-marketing surveillance and epidemiology. They should nat appear on
FDA’s website, which is tardy in its updales and where incomplete information can be
the difference berween “posmbly related” (which would be interpreted by the uniformed
consumer as “related”) and “not relaied.”

In sum, the Inspection Report Tails to recognize that possible or probable
“relaredness™ is interpreled as definite “causality” by the consumer. Posting
“relatedness” ratings withour due process of scientific investigation to adequately
document scientifically the purported relationship between a dietary supplement and s
reported adverse event amounts fo regulation by fiat, This is not how the science of self
care consurner products, whether dietary supplements or OTC drugs, should progress.

Summary Recommendations

In summary, a more reasonable approach to addressing the effectiveness of the
current AER system for dietary supplements would be to refine the current capacities of
the existing system, which would keep the level of regulatory requirerments consistent
with those required for conventional foods. Indeed, becanse of the lack of demenstraied
cominiiment o implementing DSEHA until relatively recently, the apparent lack of
defined aperaling procedures and policies for the current AER system, and the known
ability of the current system to signal potential safety problems, we are led to the
following three recommendations:

(|
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1. CFSAN should develop, if it has not already done so recently, detailed operating
procedures for the current AER systems. As stated, for the first 4.5 years after the
passage of DSHEA there were apparently no such procedures, highlighting the
importance of assessing FDA’s operating procedures as a basis for evaluating the
effectiveness of the current syatem.

2. CFSAN should be given the funds and resources 1o: (a,) create and operate a state-of-
the-art computer system for tracking and compiling AERs reportedly associated with
dietary supplement use; (b.) manage FOI requests on AERz on 3 umely manner and
keep the AER website updated “Relaredness” conclusions should not appear on the
website for the reasons given abave; (c.) develop as a 2001 “A list” priority a
regulatory policy framework for requiring label statements on dietary supplements,
based on scientific documentation of signals in the AER system.

3. Importantly, mandatory AE reporting, registrations, and labeling requirements for toll
free numbers is unnecessary as a means to have an effective safety valve in the form
of an operationally-intact AER systemn within CFSAN,

In closing, feel free to contact me, should you wish clarification or follew-up to
our remarks. Given that you provided ug with a very short tum-around for reading the
draft report, developing comments and obtaining member comments, we continue to
review the report and may have acld.itiona] camments in the future. ‘

Pl dy oo

R. William Soller, Ph.D.
Senior Vice Presule.nt and
Director of Science & Technology

cc:  I.Llevin
C.lewis, Ph.D.,

ENDNOTE

Excerpted from Page 4 of CHPA’s Comments to Docket No. 99N-1174 pertaining fo
CFSAN’s June 8, 1999 Stakeholder Meeting:

“Therefore, as stated in ils May 27, 1999 eomments to the House Conmuttcc on
Gavernmeni Reform, CHPA recommends:

. "CFSAN prepare a writlen plan for and adopt a systems approach, similar to that
recornmended in FDA’s May 1999 document “Managing the Rigks from Medical
Product Use: Creating a Risk Management Framework” 1o the management of
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